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International application No. 


International filing date (day/momh/yearj 


Priority date (day^moiuh/year) 


PCT/US2005/044091 


02 December 2005 (0Z.l'2.2005)' 
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International Patent Classification (8th edition unless older edition indicated) 




See relevant Information In Form PCT/ISA/237 




Applicant 






NEREUS PHARMACEUTICALS, INC. 





I . This international preliminary report on patentability (Chapter I) is 
International Searching Authority under Rule 44 bis.l(a). 



2. This REPORT consi sts of a total of 9 sheets, including this cover sheet. 



Bureau on behalf of the 



In the attached sheets, any reference to the vmtten opinion of the International Searching Authority should be read as a lefcience 
to the international preliminaiy report on patenlabilily (Chapter I) instead. 



3. This report contains indications relating to the following items: 
^ Box No. I Basis of the report 



I Box No. n 

I Box No. m 

I BoxNo.rV 

I Box No. V 



IXI Box No. VI 
I I BoxNo.Vn 
^ BoxNo.Vni 



Non-establishment of opinion with regard to novelty, inventive step and industrial 
applicability 

Lack of unity of invention 

Reasoned statement under Article 35(2) with regard to novelty, inventive step or industrial 
applicability; citations and explanations supporting such statement 

Certain documents cited 

Certain defecLs in tfie international application 

Certain observations on the international application 



The International Bui«au will communicate this report to designated Offices in accordance with Rules 44bis.2{c) and 93bitA but 
not, except where the applicant makes an express request under Article 23(2), befoic the expiration of 30 mondis firom the priority 
date(Rule44j>u.2). 





Date of issuance of this report 
05 June 2007 (05.06.2007) 


The International Btneau of WIPO 
34, chemin des Colombettes 
1211 Geneva 20, Switzerland 
Facsimile No. +41 22 338 82 70 


Authorized officer 

Athina Nickitas-Etienne 

e-mail: pt04.pct@wipo.int 
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WRITTEN OPINION OF THE 
INTERNATIONAL SEARCHING AUTHORITY 

(PCT Rule43b/s.1) 



(day^onthyear) see form PCTISAfilO (second sheet) 



Applicant's or agenf s file reference 

see form PCTHSfiJ220 



FOR FUFTTHER ACTION 

See paragrapli S baiow 



International application No. 
PCT/US2005X)44091 



Iniemalional filing date (dayf^on^^Br) 
02,12.2005 



International Patent Classification (IPC) or both 
INV. A61K31/407A61P35A)0 



nationaj dassificatian and IPC 



Applicant 

NEREUS PHARMACEUTICALS, INC 



1 . This opinion contains indications relating to the following items: 



EI Box No. I 
El BoxMo. li 
S Box No. Mi 
M Box No. IV 



M Box No. VI 
□ Box No. VII 



Basis of the opinion 
Prbrtty 

Non-estabbshmentof opinion with regard to novelty. Inventive step and Industrial af^ilcabillty 
Lack of unity of Invention 

Reasorted statement under Rule 43i)(s.1(a)(i) with regard to novelty, inventive step or Industrial 
applicability; citations and explanations supporting such statement 
Certain documents cited 
Certain defects in the international application 
S Box No. VIII Certain observations on the international application 
FURTHER ACnON 

If a demand for international preliminary examination is made, this opinion will usually be considered to be a 
written opinion of the International Preliminary Examining Authority ("IPEA") except tliat this does not apply where 
the applicant chooses an Authority other than this one to be the I PEA and the chosen IPEA has notifed the 
International Bureau under Rule 66,1ij/s(b) that written opinions of this International Searching Authority 
will not be so considered. 

If this opinion Is, as provided above, considered to be a written opinion of the IPEA. the applicant is invited to 
submit to the IPEA a written reply together, where appropriate, with amendments, before the expirataon of 3 months 
from the date of mailing of Form PCT^SA£20 or before the expiration of 22 months from the priority date, 

whichever expires later. 

For further options, see Fomi PCT/1SAj220. 

For further details, see notes to Fonn PCT/ISAfl20. 



Name and mailing address of the ISA: 

J European Patent Office 
D-80298 Munich 

Tel. +49 89 2399 -OTx: 523656 e( 

Fax:+49 89 2399-4465 



Authorized Officer 

Steendijk, M 

Telefdione IMo. -i49 89 2399-8460 
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International application No. 
PCTyUS2005y044091 



Box No. I Basis of the opinion 



1 . With regard to the language, this opinion has been estabiished on the basis of: 
El the international application in the language in which it was filed 

□ a translation of the international application into . which is the language of a translation furnished for the 
purposes of international search (Rules 12.3(a) and 23.1 (b)). 

2. With regard to any nucleotide and/br amino acid sequence disclosed in the international application and 
necessary to the claimed invention, this opinion has been established on the basis of: 

a. type of material: 

□ a sequence listing 

□ table{s) related to the sequence listing 

b. fontiat of material: 

□ on paper 

□ in electronic form 

c. time of filing/furnishing: 

□ contained in the international application as filed. 

□ filed together with the international application in electronic form. 

□ furnished subsequently to this Authority for the purposes of search. 

3. □ In addition in the case that more than one version or copy of a sequence listing andbr table relating thereto 

has been filed or furnished, the required statements that the information in the subsequent or additional 
copjes IS Identical to that in the application as filed or does not go beyond the application as filed as 
appropnate, were fijrnished. 

4. Additional comments: 



Priority 



1 . S The validity of the priority claim has not been considered because the International Searching Authonty 

does not have in its possession a copy of the earlier application whose priority has been claimed or, where 
required, a translation of that earlier application. This opinion has nevertheless been established on the 
assumption that the relevant date (Rules 43£*s.1 and 64.1) is the claimed priority date. 

2. □ This opinion has been established as if no priority had been claimed due to the fact that the priority claim 

has been found Invalid (Rules 436fe.1 and 64.1 ). Thus for the purposes of this opinion, the international 
filing date indicated above is considered to be the relevant date. 

3. Additional ot^ervations, if necessary: 



Form PCTilSA/237 (April 2005) 



WRITTEN OPINION OF THE 
INTERNATIONAL SEARCHING AUTHORITY 



International application No. 
PCTAJS2005A)44091 



applicability °* opinion with regard to novelty, inventive step and industrial 



The questions whettjer the claimed invention appears to be novel, to involve an inventive step (to be non 
obvrous), or to be induslnalfy applicable have not been examined in respect of 

□ the entire international appltcatbn 

S claims Nos. 1 2-22,41 -85 



the said international application, or the said claims Nos. 1 2-22.41-85 relate to the following subject 
matter which does not require an International search (speafy): 



□ the description, claims or drawings (ind^e parScular elements tjelow) or said claims Nos. are so 
unclear that no meaningful opinion could be formed (speaiy): 

□ the claims, or said claims Nos. are so inadequately supported by the description that no meaningful opinion 
could be formed ^;^)ec/JW: ^ ^ ^ 

□ no international search report has been established for the whole application or for said claims Nos. 

□ a meaningful opinion could not be fomied without the sequence listing; the applicant did not, within the 
prescribed time limit; a 

□ furnish a sequence listing on paper complying wiHi the standard provided for in Annex C of the 
Admfnistrative Instructions, and such listing was not available to the International Searching 
Authority in a form and manner acceptable to it. 

° ^HTJ^^^ sequence listing in electronic fonn complying with the standaitJ provided for in Annex C 
of the Administrative Instructions, and such listing was not available to the Internationa! Searching 
Authority in a form and manner acceptable to it. 

□ pay the required late furnishing fee for the fumishing of a sequence listing in response to an 
invitation under Rules 13fer.1 (a) or (b). 

□ a meaningful opinion could not be formed without the tables related to the sequence listings; the applicant 
did not within the prescrflsed time limit, furnish such tables in electronic forni oomplyiiig with the technioal 
requirements provided for in Annex C-b/s of the Administrative Instructions, and such tables were not 
available to the Intemationar Searching Authority in a form and manner acceptable to it. 



□ 

□ See Supplemental Box for further details 



the tables related to the nucleotide andtor amino acid sequence listing, if In electronic fbmi only, do not 
comply with ttie technical requirements provided for in Annex Obts of the Administrative Instructions. 
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Box No. IV Lack of unity of InvenHon 



1 . □ in response to tlie invitation (Form PCiyiSAfioe) to pay additibnal fees, ttie applicant has, witttin tlie 

applicable time limit: 

□ paid additional tees 

□ paid additional fees under protest and, wtiere appiicable, the protest fee 

□ paid additional fees under protest but the applicable ixotest fee was not paid 

□ not paid additional fees 

2. S This Authority found that the requirement of unity of invention is not complied with and chose not to invite 

the applicant to pay additional fees. 

3. This Authority considers that the requirement of unity of invention in accordance with Rule 13.1 , 13.2 and 13.3 is 
□ complied with 

El not complied with for the following reasons: 
see s^rate sheet 

4. Consequently, this report has been established in respect of the following parts of the Internalional application: 
^ all parts. 

O the parts relating to claims Nos. 



Box No. V Reasoned statement under Rule 43Ws.1(aKI) with regard to novelty, Inventive step or 
Industrial applicability; citations and explanations supporting such statement 



1. Statement 
Novelty (N) 

Inventive step (IS) 

Industrial applicability (lA) 



Yes: Claims 
No: Claims 



Yes: Claims 
No: Claims 



Yes: Claims 
No: Claims 



1-22,28,46.59-85 
23-27,29-45,47-58 



1-85 

1-11,23-*1 



2. Citations and explanations 
see separate sheet 
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1 ) The present application relates to the use of salinosporamides in treatment of drug 
resistant cancer (claims 1-22), of disease characterized by excessive / inappropriate 
angiogenesis (claims 23-58), Gleevec resistant cancer (claims 59-72), as well as of 
specific, alternatively fused saJinosporamides for treatnrjent of cancer (claims 72-85, 
see also claims 6, 1 7, 28, 46 and 64). 

2) Cited documents 

D1: WO 2004/071382 A 
D2: WO 2004/043374 A) 
D3: WO 96/321 05 

D4: LEUKEMIA RESEARCH, vol. 28, (2004-05), pages 39-45 

D5: AM. J. CLIN. PATH., .vol. 116, no. 5, (2001-1 1), pages 637-646 

D6: WO 2005/002572 A (2005-01 -1 3) 

D7: J.ORG.CHEM.. no. 16,(2005-07-01), pages 6196-6203, 

D8: WO 2006/028525 A (2006-03-1 6) 

Documents D6-D8 were published after the claimed priority and are herein not 
considered as prior art. 

3) Novelty 

Document D1 describes various salinosporamides (not the alternatively fused 
compounds of claims 6, 17, 28, 46, 64 and 72-85) as proteasome inhibitors useful in 
the treatment of a variety of disorders, including cancer and angiogenic disease (see 
pages 19-20). This document does not disclose treatment of resistant cancer. 
In view of D1 claims 23-27, 29-45, 47-58 are not considered new. 

Document D2 describes the use of proteasome inhibitors for treatment of resistant 
cancer cells, not however specifically of the defined salinosporamides. 
Document D3 describes lactacystin analogues useful as proteasome inhibitors; the 
compounds of D3 ladtthe substitution "R3" in the compounds presently defined. 
Document D4 describes the proposed use of proteasome inhibitors for treatment of 
Gleevec (imatinib) resistant cancer, not specifically of the defined salinosporamides. 
Document D5 describes a variety of applications of proteasome inhibitors, including 
cancer treatment and as antiangiogenesis agent, however, not specifically of the 
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(disease characterized by excessive / inappropriate angiogenesis in general or 
particular cancer types). 
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